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Chenucal and Pharnaceutical Manutactunng angd
Control Documentation

[. Summary
F. Environmental Assessmeni

MATERIAL SAFETY DATA SHEET

FRODUCT MNAME: MONTELUKAST S0DIUM PAGE: 1 OF 8
PLANT MSDS CODE: BA-062 Date: 11/96

1. Chemical Product and Company Identificaticon

Manufacturer------=-—-a_._______ MERCK SHARFP AND DOCHME (IRL) LTD.
BALLYDINE, KILSHEELAN,
CLONMEI,, COUNTY TIPPERARY,

IRELAND
Emergency Telephone Number------ 051-601000 (Ireland) .
1-908-594-5555 (0.5.) s
Label Namg-----eoommmaa o ___ Montalukast Sodium
Chemical Name-----=-ceauo_ oL ____ [R-(E})-1~[[[1-[3-{2-(T7-chloro-2-

quinolinyl)ethenyl]phanyl]-3-[2-{1—hydroxy-

1-methylethy1)phanyl]propyl]thio}me:hyl]
cyclepropaneacetic acid monosodium salt

SYTONYMS -~ —=mme e mme (R)-1-[[1-(3~(2-(7-Chloro-2-quinolinyl)
athanyl)phenyl)-B—(2-(2-hydroxy-2-propy1)
phonyl)propyl]thiomethyl]cyclopropnne
acetic acid sodium salt:

MK-0476, L-706,631; Singulair {TM)

Material Statistical Number----- 2-02440

Material Product Mumber-—----—--- Not available

Intended Use----=-cooo_______ Anti-asthmatic; Leukotriene D4 {LTD4)
Antagonise.

2. Composition/Information on Ingredients

Molecular Molecular
Component Formula Weight CAS Number Percent {%)
Montelukast Sodium C35H35C1NO; 5Na 608.2 151767-02-1 100%
EC Label---w--oou L. .. Xi, R41

3. Hazards Identification :

Appearance-------— . ___________ Clean white to off white powder

Emergency Overview------ec—owo.._ WARNING '
Pharmaceutical active ingredient.
Anti-asthmatic drug.
Risk of serious damage to eyes.
Mildly irritating to skin.

*** Continued on next page ***
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MONTELUKAST SODIUM
BA-062

PRODUCT NAME:
PLANT MSDS CODE: _

PAGE: 3 Or 8
Date: 11/96

Potential Health Effects--------

4. Pirst-Aid Measures

Eye Contact--=wco- o oo ___

Skin Contact-—--—=uw_ .. ____

Inhalation===-—-=c-—cuao___..

Ingestion==---c-mmm e oa_

Note to Physicians--------a--

5. PFire-Fighting Measures
Flash Point {(°C/®F)--eomcea_____
Flash Point Test Method---=-----

Flammable Limits-LEL {8)--=e--=-
“UEL (%)-=---un-

Autoignitien Temperature {®c/°F)-
Oxidizing Properties-----==---o-o
Combustibility Information------

*** Continued on next page ***

Practically non-toxic by ingestion. Mildly
irritating to the skin. Severely
irritating to the eyves.

In case of contact, immediately flush ayes

with plenty of water for at laeast 1%
minutes. Gat medical attention
immediately. o

In case of contact, immediately flush skin
with plenty of water while removing
contaminated clothing and shoes. Get
madical attention if symptoms occur. Wash
clothing before reuse. Thoroughly c¢lean
shoes before reuse.

Get medical attention immediately. If
inhaled, remove to fresh air. If not
breathing, give artificial respiration. If
breathing is difficult, give oxygen.

Get medical atrtention if symptoms appear.
Do NOT induce vomiting unless directed to
do so by medical personnel. Never give
anything by mouth to an unconscicus person.

Not available

Not applicable
Not applicable

Not applicable
Not applicable

Not available
Not available

Not available
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[. Summary
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-

PRODUCT NAME: MONTELUKAST SODIUM
PLANT MSDS CODE: BA-062 -

PAGE: 3 OF 8
Date: 11/96

Dust Explosivity Informatiop--=--

Shock Sensitiviey------ ————————
Fire/Explosion Hazards-~--«---o.

Extinguishing Media-----ue-ooo__
Special Fire Fighting Precedures-

Hazardous Decompesition Products
Resulting From & FPire-----w«--_-.

€. Accidental Release Measures

Personal Precautions--=-——c——oa__

Environmental Precautiong-------

Methods for Cleaning Up---------

Tasts show a minimum ignition energy
batween 10 and 30 millidJoules. At cthis
energy level all plant and equipment should
be grounded. The hazard from electrostatic
discharges from dust c¢louds should be
considered.

Not availahie
Not available o

In case of fire, use water spray
(fog), foam, dry chemical or co,.

Fire fighters should don SCBA and
protective clothing.

CC, COy, phosgene and oxides of nitrogen
and sulphur-pay be released in a fire,

Immediately contact emergency personnel.
Keep unnecessary personnel away. Use
suitable protective equipment (Section 8),
Follow all fire fighting procedures
(Section 5).

Avoid contact of spilled materials and
runcff with scil and surface waterways.

If emergency personnel are unavailable,
vacuum or carefully scoop up spilled
materials and place in an appropriace
container for disposal. Avoid creating
dusty conditions.

For additional assistance in the U.S.., CHEMTREC provides a toll-free

7. Handling and Storage

Handling-~--~--— o __________

*** Continued on next page **+«

Hotline for chemical emergencias
regarding spills, leaks, axposure or
accidents: 1-800-424-9300.

Avoid contact with skin and eyes. Do not
ingest. Refrain from smoking or eating
when handling. Wash thoroughly after use.
Prevent product dust generation. I1f
exposure is likely wear Protective
equipment (See Section 8).
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PRODUCT NAME: MONTELUKAST SODIUM
PLANT MSDS CODE: BA-0&2

PAGE: 4 OF 8
Date: 11/96

SLOraAg@====t— - mmmmaao oo

€. Exposure Controls/Persocnal Protection

Exposure Guidelines

Store in a closed container in a cool, dry,
well-ventilared location. Keep container
closead when not in use. Protect from
exposure to light and moisture.

Avoid electrostatic charging of product by
the fellowing grounding measures: ground
containers during filling and emptying:
ground all conductive installation parts of
filling equipment; aveid non-conductive
layars on conductive supports.

Irish OSHA ACGIH Merck
Occupational Parmissible Threshold Exposure
Exposure Limit Exposure Limit Limit Value Centrol Limit
Component {OEL) {PEL} Ry A7) I (ECL)

Montelukast Net established Not established Not established 0.1 mg/m3

Sodium

Engineerihg Controls

Ventilation-rec—ccmmmmena .

Personal Protective Equipment

Eyve/Face Protection----—--ceoe-——

Hand/Arm Protection--------c—---

Respiratory Protection-----—-----

Additional Protective Equipment-

*** Continued on next page **+*

(Bhr-TwWA)

No special containment is required. Local
exhaust ventilation should be provided.

Safety glasses are required. Gogglas, face
shield or other full-face protection is
required if potential exists for direct
exposure to dust or aerosols.

Latex gloves, or gloves providing greater
preotection, are required. Double latex
gloves are recommended.

An approved, properly fit tested, HEPA

filtered cartridge respirator, or a
respirator of greater protection, is
required.

Laboratory coat or work uniform is

raquired. Disposable outer garments are
required if there is the potential for
contact with dust. Additional body
garments should be used based upon the task
being performed (e.g., sleevelats, apron,
gauntlets).
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PRODUCT MAME : HONTELUK:RST SODIUM PAGE: 5 OF B
PLANT MSDS CODE: BA-062 Date: 11/96

9. Physical and Chemical Properties

AppPeArance--=---c-eeeocao______ Clean white to off white powder

Qdour/Threshold Level {ppm) ~-==- No odour

|2 e i s ————— 9.4-10.2

Boiling Point/Range (°C/%F)----- ‘Not applicable

Melting Point/Range (®C/9F)--——_ 275.9°F {135.5%) :

Selubility in water--—----- —————— Greater than 100 mg/ml at approximately
25°%

Partition Coefficient (Kow}----- Tthe " partition coefficient,
expressed as Log P, is 2.3.

Specific Gravity (Water=l)--—--.- {bulk density)

Vapour Density {Air=1)--—--eco—ooo- Not applicable

Vapour Pressure (mmHG @ OC/OF) - Not applicable

Volatile Components (% w/w)-=---a None

‘0. Stability and Reactivity

Stability-----oem Photolabile, hygrescopic
Conditions to Avoid---=ewccomooo_ Exposure to light or moisture
Incompatiﬁilities --------------- Not available

Hazardous Polymerizations---e--— Will not occur

Hazardous Decomposition Preducts-

11. Toxicological Information

Primary Route{s) of Entry------- Inhalation: Yes
Ingestion: No ~
Skin Contact: No

***" Continued on next page **»
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PRODUCT NAME : HONTELUERAST SODIUM PAGE: 6 OF 8
PLANT MSDS CODE: ~ BA-062 Date: 11/96

Toxicity Data

TEET SPECIES ROUTE -RESULT

Acute Rat Oral LD50 Greater than 5000 mg/kg

Acute Mouse Oral LDS0 Greater than 5000 mg/kg

Irritation ~ Rabbit Dermal Mildly irricating

Irritation Rabbit Ocular Severely irricating

Effects of Acute Exposure s
Eye Contact----=—mmame.ooo._ Severely irritating to the eyes.
Skin Contact-----~-eccoomoao Mildly irritating to the skin.
Inhalations-—-===c-—e o No data available
Ingestion-~----—-meaeocmoooa__ Practically non-toxic by ingestion. In

clinical trials, MK-0476 has been wall
tolerared, preducing only mild adverse
reactions. Adverse reactions considered
possibly drug-related included headache,
facial flushes, diarrhea, abdominal
discomfort, sleepiness, light-headednass,
eye cwitching, nasal congestion and
transicent elevations in liver enzymes and
bilirubin. The anticipated c¢linical dose
is expected to range between 10 and 50
mg/day.

Effects of Chronic Exposura----- Montelukast sodium is a drug being
’ developed for the treatment of asthma. In
subacute and chronic studies minimal
toxicity has been observed. Findings have
been contined primarily to the slight, but
transient increases in 1liver enzymes in
rats only, and gastrointestinal -tract
distension by gas production attributable
to the detergent effect of the compound .
Occasional post-dosing salivation has alsc
been noted. In reproductive and
develcpmental toxicity studies in rats and
rabbits, - evidence of fetotoxicity and
decreased fertility and fecundity were only
observed at dosages toxic to adult animals.
MK-0476 was nagative in a battery of
genotoxicity assays.

Carcinogen Designation------w_o-- Not listed as a carcinogen by OSHA, IARC,
or NTP.

Medical Conditions Aggravated by Exposure-- Not available

*** Continued on next page ***
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PRODUCT NAME: HMONTELURAST SODIUM

PAGE: 7 OP 8

PLANT MSDS CODE: BA-062 Date: 11/9%
12. Ecological Information
Environmental Fate--=---—w______ The partition coefficient,
expressed as Log P, is 2.3. The compound
degrades very rapidly in agueous
under natural lighc.
Environmental Effects—--=-cooa__

LCS50 Daphnia Magma, 48 hrs.
LCS50 Fethead minnow, 9¢ hrs,
LCS80 Rainbow trout
EC10 ASRIT
EC50 Microtox(TM)

13. Disposal Considerations

Waste Disposal Information------

14. Transport Information

Shipping Description

15. Regulatory Information

U.5. Federal Regulations------——

International Regqulations-------

State Regulations-=-——-caewcoo_ou__

*** Continued on naxt page *+**

The compound is considered to be moderataly

toxic. 4
Greater than 1.5 mg/1
Greater than 1.5 mg/1
4.47 mg/l
Greater than 1.5 mg/1
Graeater than 1.5 mg/l

Dispose of or treat all spill residues
including contaminated soils following all

applicable regulations.

Not Regulated, Drugs or Medicines, NOI
Not Regulated, Drugs or Medicines, NOI
Not.Regulated, Drugs or Medicines, NOI

Not available

Not available

Not available

This material Safety Data Sheet is written

in compliance -W&ith the following

Legislation: The Zafety, Health and Welfare
at  Work Act 1989 and The European
Packaging,
Labelling and Notification of Dangerous

Communities {Classification,

Substances) Regulations, 1994,
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Jan 97



Chermical and Pharmaceutical Manutacturing and
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PRODUCT NAME: MONTELURAST SODIUM PAGE: 8 QP B
PLANT MSDS QODE:- BA-062 Date: 11/96

16. Other Information

Date Prepared------——«_..____.__. June 1996
Last Revision Date----——-o.o.._._ Novamber 1996
MSDE Co-ordinator-------aooo_._. 1-908-423-7526

T MereK &N O Ing.
One Marck Drive
P.0. Box 100, WS2F-48 .
Whitehouse Station, NJ 08885-0100
USA

Disclaimer: While this information and recommendations set forth
are believed to be accurate as of the date hereof,
MERCK & CO, INC. makes no warranty with respect hereto
and disclaims all liabkility from reliance thereon.

SINGULAIR\EA.NDA . Jan 97
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Merck Shaip & Donrme (higrand)
Baliyaine Kilsherian

Cloonmel,

Co. Tippeiary,

Ireland.

Telephone (0S1) 640411

Fax 1051) 640836

€9 MERCK SHARP & DOHME

18 October 1996

Merck Sharp & Dohme (Ireland) states that it is in compliance with all local and national
environmental laws, or on an enforceable schedule to be in compliance with all emission
requirernents set forth in all permits applicabie to the production of Montelukast Sodium at its
facility in Ballydine, Ireland and that any subsequent increase in production at the facility is not
expected to affect compliance with the current emission requirements or compliance with
environmental law,

4
I/B(/"“'"] IS &s %3¢

——t~ '
D J Bu'ék!!y/ d 18 October 1996.
Senior Director of Operations

Ballydine Plant, Merck Manufacruring Division.

DIRECTORS: E.J. Ciee (U K.} J.U.R. Collis {U.K.] M A, Hacker {L1.5.A ) B.J Kelley [US.A )
JC. Lewent I[US A ] DF Meare {US A | A.J Kearney {U.S.A.} D. Theret {France}
tncorporated 1n Bermuda. Rugistered n Dublin No. E29B0

SINGULAIR\EA.NDA
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Patent Department Merck & Co.. Inc.
PQ. Box 2000
Rahway NJ 07065-0907
Fax 908 594 4720
Tel 908 594 4000
Cable MERCKRAH
Telex 138825

€9 MERCK

January 28, 1997

- Re: NDA 20-830 SINGULAIR™
(Montelukast Sodium Chewable Tablet)

Patent Information —

Pursuant to the provisions of Section 505(b)(1) of the Federal Food,
Drug and Cosmetic Act [21 USC 355(b)(1)] attached hereto please find the
patent information for the above-identified application. ‘

The undersigned declares that U.S. Patent No. 5.565 473 covers the
compound, formulation, composition, and method of use of SIN GULAIR™
* (montelukast sodium chewable tablet), the subject of this application for

. Which approval is being sought.

’ U.S. Patent No. 5,565,473 having an expiration date of November

' 30, 2010, claims the SINGULAIR™ active ingredient, montelukast sodium,
as a compound, pharmaceutical compositions containing montelukast
 80dium, and the use of montelukast sodium in the treatment of asthma. US
Patent No. 5,565,473 is owned by Merck Frosst Canada, Inc., 2 wholly
OWned subsidiary of Merck & Co., of Whitehouse Station, NJ.

A claim of patent infringement could be asserted if a person not
0sed by the owner of U.S. Patent No. 5,565,473 engaged in the
ufacture, use, offer to sell, sale, or importation into the United States

montelukast sodjum.

Mollie M. Yang <
(908) 594-6343




NDA 20-830 SINGULAIR™

(Montelukast Sodium Chewable Tablet)

Patent Information

Item 13

PATENT AND EXCLUSIVITY INFORMATION
MERCK RESEARCH LABORATORIES

1. Active Ingredient:
2. Dosage:
3. Trade Name:
4, Dosage Forms:
Route of Administratinn:
5. Applicant Firm Name;
6. NDA Number:
7. Approval Date:

8. Exclusivity - Date First ANDA
Could be Submitted

Length of Exclusivity

0. Applicable Patent Numbers

Montelukast sodium

5 mg

SINGULAIR™

Chewable Tablet

Oral

Merck Research Laboratories
20-830

Pending

Five years from the approval date of
NDA 20-829

To be determined

5,565,473
Expiration Date: November 30, 2010



Original NDA 20-830  _

€9 MERCK

Research Laboratonies

.r Montelukast Sodiuin Chewable Tablets

Quality Assurance Statement

Merck Research Laboratories (MRL) data presented in this application were
subject to audit by MRL Quality Assurance organizations based on approved
standard operating procedures in effect at the time of the audit. A Quality
Assurance statement and a statement of compliance are included with each
nonclinical safety study report. For clinical research studies, an audit information
page is provided for each clinical study report documenting external and internal
auditing activities and an assessment of compliance to Good Clinical Practice
standards for each protocol. Information presented in the label, synopsis and each
summary section has been audited against the supporting documentation provided
herein in accordance with Merck Research Laboratories Worldwide Quality

Assurance Resources Standard Operating Procedures.

The quality assurance audits meet the following U.S. and international regulations
and guidelines: U.S. Food and Drug Administration Code of Federal Regulations
(21 CFR Part 58) and OECD Principles of Good Laboratory Practice ISBN92-
64-12367-9) and Rules Governing Medicinal products in the European
Community Guidelines III/3700/90/EN.

APPEARS THIS WAY
ON ORIGINAL



EXCLUSIVITY SUMMARY for NDA # 20-830 SUPPL #_N/A

Trade Name _Singulair Chewable Tablets
Generic Name montélukast sodium

Applicant Name Merck Research Laboratories
HFD- 570

Approval Date, if known

PART I IS_AH_EXQLHSIIIIX_DEIEBMINBIIQHHHEEDEDI

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete
PARTS II and III of this Exclusivity Summary only if you
answer "yes" to one or more of the following questions about

the submission.

a) Is it an original NDA?

YES /_X_/ NO /__ /
b} Is it an effectiveness supplement?

YES /[ NO /_X_/

If yes, what type? (SE1, SE2, etc.)

c) Did it require the review of clinical data other than to
Support a safety claim or change in labeling related to
safety? (If it required review only of biocavailability

or bioequivalence data, answer "no.")

YES / X _/ NO /__/

If your answer is "no" because you believe the study is
a biocavailability study and, therefore, not eligible for
exclusivity, EXPLATIN why it is a bicavailability study,
including your reasons for disagreeing with any arguments
made by the applicant that the study was not simply a

If it is a supplement requiring the review of clinical
data but it is not an effectiveness supplement, describe
the change or claim that is Supported by the clinical

data:




d) Did the applicant request exclusivity?
YES / X_/ NO /___ /

If the answer to (d) is "yes," how many vyears of
exclusivity did the applicant request?

__5 years from date of approval _

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product with the same active ingredient (s), dosage form,
strength, route of administration, and dosing schedule,
previously been approved -by FDA for the same use? (RX-to-0TC
switches should be answered NO-please indicate as such.)

YES /_ / NO / X_/

If yes, NDA # Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8.

3. Is this drug product or indication a DESI upgrade?
YES / / NO / X /

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8 (even if a study was required for the upgrade) .

PART II EIIE;XEAR_EXQLHSIKIIX_EQB_HEH_QHEMICAL_ENIIIIEE

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
under consideration? Answer ‘"yes" if the active moiety
(including other esterified forms, salts, complexes, chelates
or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,
chelate, or clathrate) has not been approved. Answer "no" if
the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce
an already approved active moiety.

YES /__ / NO /_X_/

Page 2



If "yes," identify the approved drug product (s) containing the
active moiety, and, if known, the NDA #(s).

NDA# -

NDA#

NDA#

2. Combinstion product.

If the product contains more than One active moiety(as defined
in Part II, #1), has FDA previously approved an application
under section 505 containing any ope of the active moieties in
the drug product? 1If, for example, the combination contains
one never-before-approved active moiety and one previously
approved active moiety, answer "yes." (An active moiety that
is marketed under an OTC monograph, but that was never
approved under an NDA, is considered not previously approved.)

YES /___/ NO / X /

If "yes," identify the approved drug product (s) containing the
active moiety, and, if known, the NDA #(s).

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. 1IF "YES" GO TO PART III.

PART II1 TIHREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinieal investigations
(other than bicavailability studies) essential to the approval of
the application and conducted Or sponsored by the applicant." This
section should be completed only if the answer to PART II, Question
1l or 2 was "yes."

Page 3



Does the application contain reports of ¢linical

investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans
other than biocavailability studies.) If the application

contains c¢linical investigations only by virtue of a right of
reference to clinical investigations in another application,
answer "yes," then skip to question 3(a). If the answer to
3(a) -is -"yes" for any investigation referred to in another
application, do not complete remainder of summary for that
investigation.

YES /__/ NO /__/

IF "NO," GO DIRECTLY TO THE SIGNATURE- BLOCKS-ON PAGE 8.

2.

A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without “relying ™ on —thzt— investigation. Thus, the
investigation is not e&ssential to the approval if 1) no
clinical investigation is necessary to support the supplement
or application in light of previously approved applications
(i.e., information other than “clinical trials, such as
bicavailability data, would be sufficient to provide a basis
for approval as an ANDA or 505(b) (2) application because of
what is already known about a previolisly approved product), or
2) there are published reports of studies (other than those
conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient
LO support approval of the application, without reference to

the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the applicant
Oor .available from some other source, including the
published literature) necessary to support approval of
the application or supplement?

YES /__ / NO /__ /
If "no," state the basis for your conclusion that a

clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

YES /__ /- NO /__ /

Page 4



(b) Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available data
would nQt independently support approval of the
application?

YES /__ / NO /___/
(1} If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES /___/ NO /__ /

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that
could independently demonstrate the safety and
effectiveness of this drug product?

YES /__/ NO /__ /

If yes, explain:

{c) If the answers to (b) (1) and (b) (2) were both "no,n
identify the clinical investigations submitted in the
application that are essential to the approval:

Studies comparing two products with the same ingredient (s) are
considered to be biocavailability studies for the purpose of
this section.

In addition to being essential, investigations must be "new"
Lo support exclusivity. The agency interprets "new clinical
investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demonstrated in an
already approved application.

Page 5



a)

For each investigation identified as "essential to the
approval," has the investigation been relied on by the
agency to demonstrate the effectiveness of a previously
approved drug product? (If the investigation was relied
on only to support the safety of a previously approved
drug, answer "no.")

Investigation #1 YES /__ / NO /__ /
Investigation #2 YES / / NO / /
If you have answered "yes" for one or more

investigations, identify each such investigation and the
NDA in which each was relied upon:

For each investigation identified as "essential to the
approval", does the investigation duplicate the results
of another investigation that was relied on by the agency
to support the effectiveness of a previously approved
drug product?

Investigation #1 YES / / NO/___/
Investigation #2 YES / / NO / /
If you have answered "yes" for one or more investigation,

identify the NDA in which a similar investigation was
relied on:

If the answers to 3(a) and 3(b) are no, identify each
"new" investigation in the application or supplement that
is essential to the approval (i.e., the investigations
listed in #2(c), less any that are not "new") :

Page 6



To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or
sponsored by the applicant. An investigation was "conducted
or sponsored _by" the applicant if, before or during the
conduct of the investigation, 1) the applicant was the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided
substantial support for the study. Ordinarily, substantial
support will mean providing 50 percent or more of the cost of
the study.

a) For each investigation identified in response to question
3(c): if the investigation was carried out under an IND,
was the applicant identified on the FDA 1571 as the
sponsor?

Investigation #1

IND # YES /_ / NO / / Explain:

Investigation #2

IND # YES /__/ NO /___/ Explain:

1
]
!
{
!
!
!
!
!
!
1

{b) For each investigation not carried out under an IND or
for which the applicant was not identified as the
sponsor, did the applicant certify that it or the
applicant's predecessor in interest provided substantial
support for the study?

Investigation #1

YES / / Explain NO / /  Explain

Investigation 42

YES / / Explain NO / / Explain

|
|
|
)
|
|
!
!
|
|
1
|
)
|
|
1
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{c) Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant should
not be credited with having "conducted or sponsored" the
study? (Purchased studies may not be used as the basis
for exclusivity. However, if all rights to the drug are
purchased (not just studies on the drug), the applicant
may be considered to have sponsored or conducted the
studies sponsored or conducted by its predecessor in
interest.)

YES /__ / NO /__ /
If yes, explain:
( e IS/ 7 C" 3 "\b Loyt L ! ! ?’
Signature . Date ' 7
Title: :iye? Finmoe

I%l —9/23/?8’

\' Signatfire /of Division Director Date 7
¢c: Original NDA Division File HFD-93 Mary Ann Holovac
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DRUG STUDIES IN PEULATRIL FATIENTS
(To be completed for all NME's Tecommended r'or approval )

g (um sntolufa s F .).'ii?.‘w'\)

)Jﬂ Ui(—l '

Trade (generic) names _ {neorble Tobieky

NOA # Ju y3»

Check any of the following that apply ang explain, as necessary, on the next

page;
v 4. A proposea claim in the araft labeling is directey towara a specitic
pediatric iliness. The application. contains adequate and well-

controlled studies in pediatric patients to support that claim,

2. The araft labeling includes pediatric dosing information that is not
basea on agequate ang well-controiled stugies in cnilgren. The
application contains a request under z1 (FR 210.58 or 31l4.126(c) for
wWalver of the requirement at 21 (FR 201.57(f) for A&HWC studies in

children.

a. The application contains data showing that the wourse of the
disease and the effects of the drug are sufficiently similar
in acults ana chilaren to permit extrapolation of the gata
from adults to children. The waiver request should be
granted ana a statement to that effect is included in the

action letter,

b. The information includeg in the application goes not
(:_ adequately support the waiver request. Tne request should

———

not be granted and a statement to that effect is incluges in
the action letter, (Complete #3 ur #4 pelow as appropriate. )

3. Pediatric stugies (e.g., dese-tinging, Pharmacokinetic, agverse

quate and well-controlled for safety and efticacy) snouid

N\

Teaction, ade
be done after approval. The arug proauct has some potential for use
in children, but there is NG reason to expect early widespread
pegiatric use (because, ror example, alternative drugs are available
0T the congition is uncommon in cnilaren).
d. The applicant has committea to doing such studies as will be
required,
(1) Stuuies are ongoing.
(2) Protocols have been submitted ang approveg.
(3) Protocols have been submitteg ana are unger
. review, ‘
(4) If no protocol has been submitted, on the next
Page explain tne status of discussions.
b. If tne sponsor is not willing to do pediatric stuadies,
attach copies of Fua's written request that such studies pbe
Gone anu of the sponsor's written responsg{to that request.
4. Pediatric stugies Jdo not need to ve encouragea because the drug
Proguct has little potential for use in chilaren.



Page ¥ -- Drug Studies in Feaiatric Fatients

2.7 If nome or the above apply, expiain,

Explain, as necessary, the foregoing items:
) I 1)/(‘/_\ [ S,-nff,.,{fq\ C/L(,L 1\"6& 76"’-6_{—

L R d\—n_'l..f-.tt

s

[

Sin 9ular

pel 3w (Y Cu‘:(i(’k A ) E& aLlﬁt—-‘; {J}! ot
/ 7

LA F “pecliftiig 'm}"q}nf'f [

Chiine Pagtrn .t ALIAIRG

[

-

/S

7,.

‘(‘u{l\

V1977

signature of Preparer

cc: Orig NUA
HD=-  /0iv File

NUA Action Package

Date

I



